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Basis of the opinion 
Priority 
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Lack of unity of invention 

^^JStX^ 43«s.1{a)(i) with regard to novelty, inventive step or industrial 

applicability; citations and explanations supporting such statement industrial 
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□ Box No. VII Certain defects in the international appfication 
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Box No. 1 Basis of the opinion 

a. type of materiaJ: 

S a sequence listing 

□ table(s) related to the sequence listing 

b. format of material: 

S in written format 



in computer readable form 
c. time of tiling/furnishing: 

• orrtained in the international application as fPed. 
B filed together with the international application in computer readable form. 
□ furnished subsequently to this Authority for the purposes of search 

4. Additional comments: 



Form PCTOPEA/237 ^January 2004) 
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Box No, 11 Priority 

1. H The following document has not been furnished: 

H copy of the earlier application whose priority has been claimed (Rule 43^.1 and 66.7(a)). 
□ translation of the earlier application whose priority has been claimed (Rule 43hfc. 1 and 66 7(b)) 

2 D S^SlJSSSJS* 1 a sTlTVS £ n h ^' med **• « that the priori* Ca,m 
filing date indicatedl^^ of th B opinion, the international 

3. Additional observations, if necessary: 



Form PCT4PEA/237 f January 20O4) 
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JoxNyi Non-establishment of opinion with regard to novelty, Jnventhre step and Industrial 



□ the entire international application, 

claims Nos. i-2i.3i,33.35^^*i(tA);i-^^^ 

because: 



(afl partially; N.IEJA) 



the said international application, or the said claims Nos. 1-21 31 33 35-43 53^1 mm th* 
foilowmg subject matter which does not require an i^rn^^l^^^ 

see separate sheet 

° SSkuStoSS" C * aftnS "0 s - a » » inadecpalely suppo-ted by the oescrtptton ma. no meaomgfui opinio, 



the written form 



the computer readable form 



□ has not been furnished 

□ does not comply with the standard 

□ has not been furnished 

□ does not comply with the star* 



□ See separate sheet for further details 



Foim PCTa 1 PEA/237 ( January 2004) 
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ESf ]H2f Y F }? a ??„ l I? d statement Rule (a)(1) with regard to noveltv inventive st<m 

Industrial app licability; cftations and explanations swportin q ^Sate^em ^ 

1. Statement 
Nove&y (N) 



or 



Inventive step (IS) 



Industrial applicabaity (IA) 



Yes: 


Claims 


44-52, 65-81 


No: 


Claims 


1-43, 53-64 


Yes: 


Claims 


44-52,65-81 


No: 


Claims 


1-43,53-64 


Yes: 


Claims 


22-30, 32,34.44-52 


No: 


Claims 





2. Citations and explanations 
see separate sheet 



Box Ho, VI Certain documents cited 

1. Certain published documents (Rules 43bisA and 70.10) 

' ■ si. • 

and /or 

2. Non-written disclosures (Rules 43 fees. 1 and 70.9) 
see form 210 



Form PCT APBAJ 227 /January 2004> 
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Item III 



111.1 With respect to claims 1-15, 17, 19, 21-38, 40, 42, 53-58, 60, 62, 64, and 81 

Claims 1-15, 17, 19, 21-38, 40, 42, 53-58, 60, 62, 64, and 81 do not meet the 
requirements of Article 6 PCT in that the matter for which protection is sought is not 
clearly defined. The claims attempt to define the subject-matter in terms of the result 
to be achieved, 

1 . decreasing an intracellular chloride level (claims 1, 11, 22, 27, 33, 34, 53, 81) 

2. modulating the activity or expression of a chloride transporter (claims 2 1 2 
23, 28,35,54) 

3. increasing the KCC2 activity or expression (claims 4, 14, 25, 30, 37, 56, 57) 

4. inhibiting the TifcB (claims 1 5, 38, 58) 

5. inhibiting the PKA (claims 17, 40, 57) or 

6. inhibiting the CAM kinase (claims 19, 42, 62) 

which merely amounts to a statement of the underlying problem, without providing the 
technical features necessary for achieving this result. Although the effects can be 
measur-id; the skilled person is not in the position without undue burden to screen 
all known and even yet to be discovered compounds used for the treatment of pain 
as to their effect on intracellular chloride levels. 

This afore mentioned defect is such that it has not been possible to carry out a 
meaningful search on the whole subject-matter. Thus the search, and therefore the 
examination has been limited to compounds expficitly disclosed In the application. 
However, in view of large number thereof and of te lack of any structural feature 
common to all of these compounds the search could not be limited to all of them 
(Article 6 PCT, lack of concisrtess). Moreover, for the compounds disclosed on p. 24 
t 15-22, no data are provided as to their effect on chloride levels in neuronal cells 
(Article 6 PCT, lack of support). Hence the search, and therefore the examination 
have been limited to the follwoing compounds: 

(I) inhibitor of TrkB: K-252a, anti-TrkB antibodies, N-ethylmaleimide, 
staurosporine as disclosed in claims 16, 39, 59, and p. 23 1. 14-32 

(ii) inhibitor of PKA: H-89 as disclosed in claims 18, 41, 61, and p. 23 I 32 - p 
24 1. 4 

(iii) inhibitor of CAM kinase: KN-93 as disclosed in claims 20, 43, 63, and p. 24 
I. 4-1 0 

. (iv) anti-sense KCC2 mRNA as disclosed in the Example 2 of the application. 
The compounds (I), (ii), and (iii) are rfrsclosed further on p. 3 1. 25-31, p. 5 1. 10-17, 
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p. 7 1. 1 7-24, Examples 2-4). 

M.2 With respect to claims 1-21, 31, 33, 3543, and 53-81 

Claims 1-21, 31, 33, 35-43, and 53-81 relate to subject-matter considered by this 
Authority to be covered by the provisions of Rule 67.1 (iv) PCT. Consequently, no 
opinion will be formulated with respect to the industrial applicability of the subject- 
matter of these claims (Article 34(4)(l) PCT). 



Item V 

V.1 Reference is made to following documents 

D1 : US2002028779 (HIGH ET AL.) 07 March 2002 (2002-03-07) 

J D2: WO021 02232 (THE REGENTS OF THE UNIVERSITY OF CALIFORNIA) 27 
December 2002 (2002-1 2-27) 

J D3: K.O. A'£V*&*D. LEVIN E: 'Role of protein kinase A in the maintenance of 
inflammatory pain 1 , THE JOURNAL OF NEUROSCIENCE, 15 March 1999 
(1999-03-15), vol. 19. no. 6, pages 2181-2186 

j D4: X.Y. HUA ET AL.: 'Inhibition of spinal protein kinase C reduces nerve injury- 
induced tactile allodynia in neuropathic rats', NEUROSCIENCE LETTERS, 
1 999, vol. 276, pages 99-1 02 

J D5: L FANG ET AL.: 'CaMK II signaling in central senzitization in a rat model of 
visceral pain', SOCIETY FOR NEUROSCIENCE ABSTRACTS, 2001, vol. 27, 
no. 2, page 2163 & 31st Annual Meeting of the Society for Neuroscience, San 
Diego, California, USA; November 1 0-1 5, 2001 
D6: US2004032870 (RINAT NEUROSCIENCE CORP) 22 April 2004 (2004-04-22) 

>l D7: J.A.M. COULL ET AL.: Trans-synaptic shift in anion gradient in spinal lamina 
I neurons as a mechanism of neuropathic pain*, NATURE, 21 August 2003 
(2003-08-21 ), vol. 424, pages 938-942 

V.2 Novelty (Article 33(2) PCT) 

V.2.1 With respect to claims 1-16, 21-39, 53-59, and 64 

Document D1 describes the treatment of pain using the Trk inhibitor K-252a 
(paragraph [0010H0012], [0023J, [0028]-[0029], {0041],f005O]-[0051]; Example 2; 
claims 2, 12, 19). Therefore, the subject-matter of claims 1-16, 21-39, 53-59 and 64 
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is not considered novel in the sense of Article 33(2) PCT, since a newly identified 
mode of action, which is in the present case decreasing the intracellular chloride 
level, is not a feature which confers novelty on a medical use. 

With respect to claims 1-13, 17, 18, 21-37, 40, 41, 53-57, 60, 61, and 64 

Document D2 describes the use of the PKA inhibitor H-89 in combination with 
mhlbitors <* toe Ras-MEK-ERK cascade for the treatment of pain, e.g. hyperalgesia, 
neuropathic pain and inflammatoiy pain (p. 7 1. 4-8, p. 3 1. 1-2, p. 10 1. 20-23, p. 14 
1. 7-9, claim 94, p. 56 1. 17-20). Furthermore, D2 describes production of hyperalgesia 
through the activation of PKA (p. 41 1. 15-28) and document D3 describes the use of 
PKA inibitors for the reduction of hyperalgesia (abstract). 
Document D4 describes the use of H-89 having anti-alfodynic activity (abstract) 
Therefore, the subject-matter of claims 1-1 3, 1 7, 18, 21-37, 40, 41 , 53-57, 60, 61 , 
and 64 is not considered novel in the sense of Article 33(2) PCT. 

V.2.3 With respect to claims 1-7, 9, 11-13, 19-37, 42, 43, 53-57, and 62-64 

Document D5 describesine use of KN-93 for the treatment of visceral pain (abstract). 
Therefore, the subject-matter of claims 1 -7, 9, 1 1 -1 3, 1 9-37, 42, 43, 53-57, and 62-64 
is not considered novel in the snese of Article 33(2) PCT. 

V.2.4 With respect to claims 44-52, and 65-81 

None of the documents cited in the international search report describe a method of 
identifying or characterizing a compound for the treatment or prevention of pain 
comprising the determination of the intracellular chloride level and a method for 
diagnosing or prognosticating pain associated with CNS dysfunction comprising the 
determination of the intracellular chloride level. Therefore, the subject-matter of 
claims 44-52 and 65-81 is considered novel in the sense of Article 33(2) PCT. 

V.3 Inventive step (Article 33(3) PCT) 

V.3.1 With respect to claims 44-52 and 65-81 

None of the documents cited in the international search report suggest that the 
determination of the intracellular chloride level might be the basis of the identification 
of compounds being beneficial in pain treatment or diagnosis. Therefore, the subject- 
matter of claims 44-52 and 65-81 is considered inventive in the sense of Article 33(3) 
PCT. 
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V.4 Industrial applicability (Article 33(4) PCT) 

V.4.1 With respect to claims 1-23 and 25 

The subject-matter of claims 22-30, 32, 34, 44-52 appears to be susceptible of 
industrial application. 

VA2 With respect to claims 1-21 , 31 , 33, 35-43, 53-81 

The subject-matter of claims 1 -21 , 31 , 33, 35-43, 53-81 is considered to be a method 
of treatment by therapy of the human or animal body and/or a diagnostic method 
practised on the human/animal body. 

For the assessment of the present claims 1-21 . 31 , 33, 35-43, 53-81 on the question 
whether they are industrially applicable, no unified criteria exist in the PCT 
Contracting States. The patentability can also be dependent upon the formulation of 
the claims. The EPO, for example, does not recognize as industrially applicable the 
subject-matter of claims to the use of a compound in medical treatment, but may 
allow, however, claims to a known compound for first use in medical treatment and 
the use of such a compound for the manufacture of a medicament for a new medical 
treatment. 

V.5 Further remarks 

V.5.1 With respect to claim 3 

The abbreviation "KCC2" used in the claims should be spelled out at least once, e.g. 
in claim 3, in order to avoid a lack of clarity (Article 6 PCT). 

V. 5.2 With respect to claims 21 and 64 

The term "substantially identical" used in claims 21 and 64 is vague and unclear and 
leaves the reader in doubt as to the meaning of the technical feature to which it 
refers, thereby rendering the definition of the subject-matter of said claims unclear, 
Article 6 PCT. 

Item VI 

VI. 1 With respect to documents D6-D7 

The examination report has been based on an assumed valid priority for the present 
application. Should the priority of the present appBcation not be valid, the above cited 
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international application No. 
PCT/CA20Q4/000726 

documents D6-D7 would be relevant with respect to novelty and inventive step 
(Article 33(2) and (3) PCT). Furthermore, should the present application be entered 
into the regional phase, the document D6 could be relevant to the question of novelty. 



WRITTEN OPINION Or ,HE 
INTERNATIONAL SEARCHING 
AUTHORITY (SEPARATE SHE1 



Foon PCT/Separate Sheet/237 (Sheet 5) (EPO-January 2004) 
PACE 34/34 ' RCVD AT 3/9/2009 3:48:27 PM [Eastern Daylight Time] * SVR:USPTO-EFXRF-6/1 0 * DNI8:2738300 * CSID:312 427 6683 * DURATION (mm-ss): 08-40 



